T-cell retargeting using bispecific monoclonal antibodies in a rat colon carcinoma model: III. Activation of resting T cells and tumor neutralization induced by bispecific antibodies.
We investigated the ability of two murine bispecific anti-rat T-cell receptor x anti-tumor antibodies, composed of dual IgG1 or IgG1 x IgG2b isotypes, to activate resting T lymphocytes in fresh, unfractionated rat spleen cell populations. The dual IgG1 antibody was found to be a potent activator, whereas the IgG1 x IgG2b antibody was considerably less active. However, on prolonged cocultivation of spleen cells and syngeneic CC531 colon tumor cells, both antibodies induced spleen cell proliferation and tumor neutralization if exogenous IL-2 was present. Their functional activities suggest that these bispecific antibodies should be able, upon in vivo administration, to recruit endogenous T lymphocytes as activated, cytotoxic effector cells. Exploitation of these biological characteristics may be incorporated in the design of therapeutic trials in this model.